Applicants: Jacopo Zenon, et al. 

U S, Serial No: 10/509,668, filed January 4, 2005 

Response to the September 28, 2007 Office Action, fifed March 27, 2008. 

Page 2 of 14 



Amendments to the claims 



This listing of claims will replace al! prior versions, and listings, of claims in the 

application. 

Listings of the Claims: 

Claim 1 . (Currently amended) A method for manufacture of sertindole 
comprising manufacturing 5-chioro-1-(4-fluorophenyl)-indote and 
converting it to sertindol e, wherein the manufacturing c hara c terised in 
of 5-chioro-l ~(4-fluorophenyl)-indoie 
comprises reacting 5-chioro-indole with a 4-fiuorophenylhalide in the 
presence of a base, a chelating ligand and a_catalytic amounts- amount 
of a copper salt comprising copper(l) or copper(ll) A and an anion which 
doec--nct4Rterfer-e-in--an -unfavoufable--way -with-4he--reacticn that does 
not react as a nucleophile and does not compete with the indole for 
reaction with the 4-fiuorophenvihalide. nor inactivates the copper 
catalyst . 

Claim 2. (Currently amended) A method for manufacture of 5-chloro- 
1-(4-fluorophenyl)-indole comprising reacting 5-chloro-indole with a 4- 
fluorophenylhalide in the presence of a base, a chelating ligand and a 
catalytic amoucts amount of a copper salt comprising copper(i) or 
copper(ll). and an anion which does not inteffere fn an unfavGurable 
wa y with the -reaetie n that does not react as a nucleophile and does not 
compete with the indole for reaction with the 4-fluorophenylhalide, nor 
inactivates the copper catalyst . 

(Currently amended) The method according to claim 1 , wherein 
charact e r i sed in th a t the chelating ligand is a substituted or 



Claim 3. 
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unsubstituted 1 ,10-phenanthrolin or a compound of the formula 
X-CCR 1 R 2 -(CR 5 R 6 ) n (CR 3 R 4 ~Y) (Ti! wherein X and Y independently are 
s ele ct ed - from - N R 7 R S a nd -or OR 9 , rCr 9 independently are s elected 
from hydrogen, Ci^-alkyl, C-t^-alkyl carboxylic acid and or aryl A or one 
of R 1 and R 2 together with one of R 5 and R s are Cs-s-alkylene, m is 1 or 
2 and n isO, 1, 2 or 3, 

Claim 4. (Currently amended) The method according to claim 3 A wherein 
ch a racteris e d — in — that — the chelating ligand is s e l e ct e d — frem 
1 ,2-cycfohexanediamine, N,N,N,N~tetramethyi ethylenediamine, N,N~ 
diethyl ethylenediamine, ethylenediamine, ethylenediamine N,N,N,N~ 
tetraacetic acid (EDTA), diethylenetriamine N , N , N , N , N-pentaacetic acid 
(DTPA) and -or substituted or unsubstituted 1,10-phenantroline. 



(Currently amended) The method according to claim 1 , wherein 
char a ct e r i s e d in th a t t he copper salt is s ele ct e d from CuCI, CuBr, Cul, 
CuCI 2 , CuBr 2 , Cul 2 , CuOCOCH 3 , Cu(OCOCH 3 ) 2 , anhydrous CuSO^. [[or 
]J hydrated CuS0 4 , CuC0 3 , Cu 2 0 or a mixture thereof-a nd-mix-tufes-of 



Claim 6. (Currently amended) The method according t o claim 1 A charact e ris e d i n 
that wherein the 4-fluorophenyihalide is ri-fluoro-bromobenzene or 4- 
fluoro-iodobenzene. 



Claim 7. (Currently amended) The method according to claim 1 A char-aoterised-in 
that- wherein the 4-fluorophenylhalide is added in a moiar surplus 
relative to the 5~chloro~indo!e. 



Claim 8. (Currently amended) The method according to claim 7 A character i s e d in 
that- wherein the molar surplus is i n th e f a ng a from 1.1 fo 3. 
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Claim 9. 



(Currently amended) The method according to claim 1 A 
that -wherein t he catalytic amount s amount of the copper salt is less 
than 20 mol % relative to the 5-chioro-indole. 



Claim 10. (Currently amended) The method according to claim 1 A oh a f a c t ef i s e d-in 

that wherein t he base is selected from the group consisting of 

carbonates, hydrogen carbonates, phosphates, hydrogen phosphates, 
dihydrogen phosphates, oxides and hydroxides of alkali metals. 

Claim 11. (Currently amended) The method according to claim 10 A characterised 
m -that - wherein t he base is present in a molar excess relative to the 
5-chloro*indole. 



Claim 12. 



(Currently amended) The method according to claim 1 A oharecter-lsed-in 
th a t re a ct i on wherein t he reacting is completed at a temperature 
temperetures -in-the range-from above 80 °C to about 200 °C. 



Claim 13. (Previously presented) The method according to claim 4, wherein the 
chelating ligand is 1 ,2-cyclohexanediamtne, N,N,N,N“tetramethy! 
ethylenediamine, N,N-diethyl ethylenediamine or ethylenediamine. 



Claim 14. {Previously presented) The method according to claim 13, wherein the 
chelating ligand is ethylenediamine. 



Claim 15. (Currently amended) The method according to claim 5, wherein the 
copper salt is seleoted-from -CuCl, CuBr, Cut, CuCb, CuBr,?. and-Culj, 
or a mixture thereof . 
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Claim 16. (Previously presented) The method according to claim 6, wherein the 4- 
fluorophenylhalide is 4-fluoro-bromobenzene. 

Claim 17. (Currently amended) The method according to claim 9, wherein the 
catalytic amounts-- amount o f the copper salt is less than 10 mo! % 
relative to the 5-chioro-indoie, 

Claim 18, (Currently amended) The method according to claim 17, wherein the 
catalytic amounts a mount of the copper salt is in the range from about 1 
to about 5 mol % relative to the 5-chloro-indole. 

Claim 19. (Currently amended) The method according to claim 11, wherein the 
base-is-or-esent-in -the-fanoe- molar excess is from about 1.05 molar 
equivalents to about 2.5 molar equivalents. 

Claim 20. (Currently amended) The method according to claim 12, wherein the 
reaction is completed at tempefatures-f-n-the-range a temperature f rom 
about 100 °C to about 160 °C. 




